1220 Nineteenth St, NW, Suite 300
Washington,DC 20036-2400
Phone 202.833.8077

LIS .77 7 Fax 202.833.7057

e-mail science@weinberggroup.com

THE WEINBERG GROUP INC.

WASHINGTON
NEW YORK

SAN FRANCISCO
BRUSSELS

_ PARIS
077 1000

Dockets Management Branch (HFA-305)
Food and Drug Administration
Department of Health and Human Services
5630 Fishers Lane, Rm. 1061

Rockville, MD 20852

v

SUITABILITY PETITION

This petition is submitted pursuant to 21 CFR parts 10.20 and 10.30, as provided for in 21 CFR
314.93, and Section 505(j)(2)(c) of the Federal Food, Drug and Cosmetic Act to request the
Commissioner of the Food and Drug Administration to declare that the drug product Cefadroxil
Hemihydrate Dispersible Tablets, 125 mg, 250 mg and 500 mg, are suitable for submission as an
abbreviated new drug application (ANDA).

A. Action Requested

The petition is submitted for a change in dosage form of the drug product from “powder for
oral suspension” and “capsules’ to “dispersible tablets’. The listed drug product is Duricef®

for ora suspension 125 mg/S ml, 250 mg/5 mL and 500 mg/5 mL and aso Duricef®
Capsules 500 mg manufactured by Bristol Myers Squibb Company. Cefadroxil will be
marketed as dispersible tablets in dosage strengths of 125 mg, 250 mg and 500 mg. The
drug, the route of administration and the recommendations for use are the same as the listed
drug product. The proposed product would differ only in dosage form from Bristol Myers
Squibb’s marketed product.

The proposed drug product is expected to demonstrate bioequivalence to 500 mg/5mi
suspension and 500 mg capsule dosage forms of the listed product, which will be submitted
at alater date.

B. Statement of Grounds

Dispersible tablet is presented for administration by dispersing a single tablet in a specified
amount of water.

The new dosage form would be a better aternative to the powder for ora suspension with
regards to the following advantages:

Unit dose dispensing.

Convenience to the patient with respect to the administration during traveling.
Storage of the product will not require special condition like refrigeration.
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Better precision of dosage over the traditional teaspoonful.
Ease of carrying.

Additionally, the 500 mg dispersible tablets can also be a viable aternative to the capsule
dosage form for geriatric patients who have problems swallowing the solid oral dosage
forms.
As the proposed product will differ only in dosage form, and the indications, strength, route
of administration, intended patient population and recommendations for use remain the same
as Bristol Myers Squibb's marketed product, therefore there will be no difference in the
safety and efficacy of the proposed dispersible tablets.
A package insert of Bristol Myers Squibb's Duricef® is attached along with the draft
package insert of the proposed Cefadroxil Dispersible Tablets.

C. Pediatric Use Information .
As the package insert of Bristol Myers Squibb's Duricef® for ora suspension contains
adequate dosing and administration information for the pediatric population, no additional
studies are required.

D. Environmental Impact
An environmental assessment report on the action requested in this petition is not required
under 2 1 CFR 25.24.

E. Economic Impact
The petitioner does not believe that this is applicable in this case, but will agree to provide
such an anaysis if requested by the Agency.

F. Certification
The undersigned certifies that to the best of its knowledge, this petition includes all
information and views on which the petition relies, and that it includes representative data
and information known to the petitioner, which are unfavorable to the petition.

Sincerely,

Nicholas M. Fleischer, R.Ph., Ph.D.
Director of Biopharmaceutics
THE WEINBERG GROUP INC.




CEFADROXIL DISPERSIBLE TABLETS
Rx only

DESCRIPTION
Cefadroxil USP (hemihydrate) is a semisynthetic cephalosporin antibiotic intended for oral

administration. It is white to off- white crystalline powder. It is slightly soluble in water and it is
acid-stable. It is chemically designated as 5-Thia- 1- azabicyclo [4.2.0] oct-2-ene-2-carboxylic
acid, 7-[[amino (4-hydroxyphenyl) acetyl] amino]-3-methyl-8-0xo-, hemihydrate, [6R-[6c, 7
(R*)]]-. It has the formula C;¢H;7N30sS 12 H,0 and the molecular weight of 372.39. It has the
following structural formula:

H,N H H H

Each dispersible tablet for oral administration contains Cefadroxil hemihdyrate equivalent to 125 mg, 250
mg or 500 mg cefadroxil. .

The inactive ingredients will be furnished when ANDA is submitted, since this is proprietary information.
The inactives are GRAS ingredients at the appropriate levels.

CLINICAL PHARMACOLOGY '
Cefadroxil is rapidly absorbed after oral administration. Following single doses of 500 and 1000

mg, average peak serum concentrations were approximately 16 and 28 mcg/mL, respectively .

Measurable levels were present 12 hours after administration. Over 90% of the drug is excreted
unchanged in the urine within 24 hours. Peak urine concentrations are approximately 1800
mcg/mL during the period following a single 500-mg dose. Increases in dosage generally produce
a proportionate increase in cefadroxil urinary concentration. The urine antibiotic concentration,
following a 1-g dose, was maintained well above the MIC of susceptible urinary pathogens for 20

to 22 hours.

Microbiology
In vitro tests demonstrate that the cephalosporins are bactericidal because of their inhibition of

cell-wall synthesis. Cefadroxil has been shown to be active against following organisms both in
vitro and in clinical infections (see INDICATIONS AND USAGE):

cefd-cp.doc
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Beta-hemolytic streptococci

Saphylococci, including penicillinase-producing strains
Sreptococcus (Diplococcus) pneumoniae

Escherichia coli

Proteus mirabiiis

Klebsiella species

Moraxella (Branhamella) catarrhalis
Note: Most strains Of Enterococcus faccalis (formerly Streptococcus faecalis) and Enterococcus

Jfaecium (formerly Streptococcus faecium) are resistant to cefadroxil. It is not active against most
strains O f Enterobacter species, Morganella morganii (formerly Proteus morganii), and I
vulgaris, 1t has no activity against J ’sendomongs species and Acine tobacter calcooceticus

(formerly Mima and Herella species).

Susceptibility tests : Diffusion techniques
The use of antibiotic disk susceptibility test methods which measure zone diameter give an

accurate estimation of antibiotic susceptibility. One such standard procedure' which has been
recommended for use with disks to test susceptibility of organisms to cefadroxil uses the
cephalosporin class (cephalothin) disk. Interpretation involves the correlation of the diameters
obtained in the disk test with the minimum inhibitory concentration (MIC) for cefadroxil.

Reports from the laboratory giving results of the standard single-disk susceptibility test with a 30
mcg cephalothin disk should be interpreted according to the following criteria :

Zone Diameter (mm) Interpretation
>18 (S) Susceptible

15-17 M Intermediate
<14 (R) Resistant

A report of “Susceptible” indicates that the pathogen is likely to be inhibited by generally
achievable blood levels. A report of “Intermediate susceptibility” suggests that the organism
would be susceptible if high dosage is used or if the infection is confined to tissue and fluids (eg,
urine) in which high antibiotic levels are attained. A report of “Resistant” indicates that achievable
concentrations of the antibiotic are unlikely to be inhibitory and other therapy should be selected.

Standardized procedures require the use of laboratory control organisms. The 30 mcg
cephalothin disk should give the following zone diameters :

Organism Zone Diameter (mm)
Staphylococcus aurens ATCC 25923 29 - 37
Escherichia coli ATCC 25922 17-22
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Dilution Techniques
When using the NCCLS agar dilution or broth dilution (inciuding microdilution) method” or

equivalent, a bacterial isolate may be considered susceptible if the MIC (minimum inhibitory
concentration) value for cephalothin is 8 mcg/mL or less. Organisms are considered resistant if
the MIC is 32 mcg/mL or greater. Organisms with an MIC value of less than 32 mcg/mL but
greater than 8 mcg/mL are intermediate.

As with standard diffusion methods, dilution procedures require the use of laboratory control
organisms. Standard cephalothin powder should give MIC values in the range of 0.12 mcg/mL
and 0.5mcg /mL for Staphylococcus aureus ATCC 29213. For Escherichia coli ATCC 25922,
the MIC range should be between 4.0 mcg/mL and 16.0 mcg/mL. For Streptococcus faecalis
ATCC 29212, the MIC range should be between 8.0 and 32.0 mcg/mL.

INDICATIONS AND USAGE
Cefadroxil is indicated for the treatment of patients with infection caused by susceptible strains of
the designated organisms in the following diseases :

Urinary tract infections caused by £. coli, P.mirabilis, and Klebsiella species.
Skin and skin structure infections caused by staphylococci and/or streptococci.

Pharyngitis and/or tonsillitis caused by Streptococcus pyogenes (Group A beta-hemolytic

Streptococci).

Note: Only penicillin by the intramuscular route of administration has been shown to be effects ¢
in the prophylaxis of rheumatic fever. Cefadroxil is generally effective in the eradication of
streptococci from the oropharynx. However, data establishing the efficacy of cefadroxil for the
prophylaxis of subsequent rheumatic fever are not available.

Note: Culture and susceptibility tests should be initiated prior to and during therapy. Renal
function studies should be performed when indicated.

CONTRAINDICATIONS
Cefadroxil is contraindicated in patients with known allergy to the cephalosporin group of

antibiotics.

WARNINGS
BEFORE THERAPY WITH CEFADROXIL IS INSTITUTED. CAREFUL INQUIRY SHOULD BE

MADE TO DETERMINE WHETHER THE PATIENT HAS HAD PREVIOUS HY PERSENSITIVITY
REACTIONS TO CEFADROXIL. CEPHALOSPORINS. PENICILLINS OR OTHER DRUGS. IF THIS
PRODUCT IS TO BE GIVEN TO PENICILLIN-SENSITIVE PATIENTS. CAUTION SHOULD BE
EXERCISED BECAUSE CROSS-SENSITIVITY AMONG BETA-LACTAM ANTIBIOTICS HAS
BEEN CLEARLY DOCUMENTED AND MAY OCCUR IN UP TO 10% OF PATIENTS WITH A
HISTORY OF PENICILLIN ALLERGY.

IF AN ALLERGIC REACTION TO CEFADROXIL OCCURS. DISCONTINUE THE DRUG.
SERIOUS ACUTE HYPERSENSITIVITY REACTIONS MAY REQUIRE TREATMENT WITH
EPINEPHRINE AND OTHER EMERGENCY MEASURES. INCLUDING OXYGEN.
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INTRAVENOUS FLUIDS, INTRAVENOUS ANTIHISTAMINES, CORTICOSTEROIDS, PRESSOR
AMINES, AND AIRWAY MANAGEMENT, AS CLINICALLY INDICATED.

Pseudomembranous colitis has been reported Wwith all antibacterial agents, including
cefadroxil, and may range from mild to life-threatening. Therefore, it is important to
consider this. diagnosis in patients who present with diarrhea subsequent to the

administration of antibacterial agents.

Treatment with antibacterial agents alters the normal flora of the colon and may permit
overgrowth of clostridia. Studies indicate that a toxin produced by Clostridium difficile is. a
primary cause of “antibiotic-associated colitis”

After the diagnosis of pseudomembranous colitis has been established, therapeutic measures
should be initiated. Mild cases of pseudomembranous colitis usually respond to discontinuation
of the drug alone. In moderate to severe cases, consideration should be given to management
with fluids and electrolytes, protein supplementation and treatment with an antibacterial drug

effective against Clostridium difficile.

PRECAUTIONS

General .
Cefadroxil should be used with caution in the presence of markedly impaired renal function

(creatinine clearance rate of less than S0 mL/min/1.73 M? (See DOSAGE AND
ADMINISTRATION). In patients with known or suspected renal impairment, carefu! clinical
observation and appropriate laboratory studies should be made prior to and during therapy.

Prolonged use of cefadroxil may result in the overgrowth of nonsusceptible organisms. Careful
observation of the patients is essential. If superinfection occurs during therapy, appropriate

measures should be taken.
Cefadroxil should be prescribed with caution in individuals with history of gastrointestinal disease

particularly colitis.

Drug/Laboratory Test Interactions
Positive direct Coombs’ tests have been reported during treatment with the cephalosporin

antibiotics. In hematologic studies or in transfusion cross-matching procedures when antiglobulin
tests are performed on the minor side or in Coombs’ testing of newborns whose mothers have
received cephalosporin antibiotics before parturition, it should be recognized that a positive

Coombs’ test may be due to the drug.

Carcinogenesis, Mutagenesis, and Impairment of Fertility: No long-term studies have been
performed to determine carcinogenic potential. No genetic toxicity tests have been performed.
Pregnancy :Pregnancy Category B: Reproduction studies have been performed in mice and rats
at doses up to 11 times the human dose and have revealed no evidence of impaired fertility or
harm to the fetus due to cefadroxil. There are, however, no adequate and well controlled studies in
pregnant women. Because animal reproduction studies are not always predictive of human
response, this drug should be used during pregnancy only if clearly needed.

Labor and Delivery: Cefadroxil has not been studied for use during labor and delivery. Treatment

should only be given if clearly needed.
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Nursing Mothers: Caution should be exercised when ccfadroxil is administered to a nursing

mother. .
Pediatric Use: (See DOSAGE AND ADMINISTRATION)

ADVERSE REACTIONS

Gastrointestinal

Onset of pseudomembranous colitis symptoms may occur during or after antibiotic treatment
(See WARNINGS). Dyspepsia, nausea and vomiting ‘have been reported rarely. Diarrhea has
also occurred.

Hyperséllsitivity

Allergies (in the form of rash, urticaria, angioedema, and pruritus) have been observed. These
reactions usually subsided upon discontinuation of the drug. Anaphylaxis has also been reported.

Other

Other reactions have included genital pruritus, genital moniliasis, vaginitis, moderate transient
neutropenia, fever, and minor elevations in serum transaminase. Agranulocytosis, thrombocy-
topenia, erythema multiforme, Stevens-Johnson syndrome, serum sickness, and arthralgia have

been rarely reported.

In addition to the adverse reactions listed above which have been observed in patients treated with
cefadroxil, the following adverse reactions and altered laboratory tests have been reported for

cephalosporin-class antibiotics :

Toxic epidermal necrolysis, abdominal pain, superinfection, renal dysfunction, toxic nephropathy,
hepatic dysfunction including cholestasis, aplastic anemia, hemolytic anemia, hemorrhage,
prolonged prothrombin time, positive Coombs test, increased BUN, increased creatinine,
elevated alkaline phosphatase, elevated aspartate aminotransferase (AST), elevated alanine
aminotransferase (ALT), elevated bilirubin, elevated LDH, eosinophilia, pancytopenia,

neutropenia.

Several cephalosporins have been implicated in triggering seizures, particularly in patients with
renal impairment, when the dosage was not reduced (see DOSAGE AND ADMINISTRATION
and OVERDOSAGE). If seizures associated with drug therapy occur, the drug should be
discontinued. Anticonvulsant therapy can be given if clinically indicated.

OVERDOSAGE
A study of children under six years of age suggested-that ingestion of less than 250 mg/kg of

cephalosporins is not associated with significant outcomes. No action is required other than
general support and observation. For amounts greater than 250 mg/kg, induce gastric emptying.
In five anuric patients, it was demonstrated that an average of 63% of a1 g oral dose is extracted

from the body during a 6-8 hour hemodialysis session.
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DOSAGE AND ADMINISTRATION

Cefadroxil is acid-stable and may be administered orally without regard to meals.
Administration with food may be helpful in diminishing potential gastrointestinal complaints
ocassionally associated with oral cephalosporin therapy.

Adults

Urinary Tract Infections : For uncomplicated lower urinary tract infections (i.e. cygtitis) the
usual dosageis 1 or 2 g per day in single (g.d.) or divided doses (b.i.d).

For al other urinary tract infections the usual dosage is 2 g per day in divided doses (b.i.d).

Skin and Skin Structure Infections : For skin and skin structure infections the usual dosageis 1
g per day in single (g.d.) or divided doses (b.i.d).

Pharyngitis and Tonsillitis : Treatment of group A beta-hemolytic streptococcal pharyngitis
and tonsillitis - 1 g per day in single (g.d.) or divided doses (b.i.d) for 10 days.

Children

For urinary tract infections, the recommended daily dosage for children is 30 mg/kg/day in
divided doses every 12 hours. For pharyngitis, tonsillitis, and impetigo, the recommended daily
dosage for children is 30 mg/kg/day in a single dose or in equally divided doses every 12 hours.
For other skin and skin structure infections, the recommended daily dosage is 30 mg/kg/day in
equally divided doses every 12 hours. In the treatment of beta-hemolytic streptococcal infections;
a therapeutic dosage of cefadroxil should be administered for at least 10 days.

See chart for toal daily dosage for children.

DAILY DOSAGE OF CEFADROXIL DISPERSIBLE TABLETS

Child’s weight 125 mg 250 mg 500 mg
Ibs kg
10 45 1 tab.
20’ 9.1 2 tabs. 1 tab.
30 13.6 3 tabs. 1 1/2 tabs
40 18.2 4 tabs. 2 tabs. 1 tab.
50 22.7 5 tabs. 2 1/2 tabs.
60 27.3 6 tabs. 3 tabs. 1 1/2 tabs.
70 & above 31.8+ 2 tabs.

In patients with renal impairment, the dosage of cefadroxil should be adjusted according to
creatinine clearance rates to prevent drug accumulation. The following schedule is suggested.
In adults, the initial dose is 1000 mg of cefadroxil and the maintenance dose (based on the
creatinine clearance rate [mL/min/1.73 M? 1) is 500 mg at the time intervals listed below .
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Creatinine Clearances Dosage Interval
0-10 mL/min 36 hours
10-25 mL/min 24 hours
25-50 mL/min 12 hours

Patients with creatinine clearance rates over 50 mL/min may be treated as if they were patients

having normal renal function.

Cefadroxil Dispersible Tablets should be dispersed in one teaspoonful of water before

administration.

HOW SUPPLIED

Cefadroxil Dispersible Tablets 125 mg, 250 mg and 500 mg

Packaging size to be determined.

REFERENCES

1. National Committee for Clinical Laboratory Standards, Approved Standard, Performance
Standards for Antimicrobial Disk Susceptibility Test, 4th Edition, Vol. 10(7):M2-A4,

Villanova, PA, April, 1990.

2. National Committee for Clinical Laboratory Standards, Approved Standard: Methods for

Dilution Antimicrobial Susceptibility Tests for Bacteria that Grow Aerobically, 2nd Edition,
Vol. 10(8): M7-A2, Villanova, PA, April, 1990.

November 1999
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hypotension, and rhythm/conduction disturbances have
each in about 1 of 100 patients. Single instances of
first degree and third degree heart block have been re-
ported; intensification of AV block is a known effect of beta:
blackers (see also CO. ICATIONS, WARNINGS,
and PRECAUTIONS).
Central Nervous System-Dizziness or fatigue has been re-
ported i, approximately 2 of 100 patients; paresthesias, se-
dation, and change in behavior have each been reported in
approximat of 1000 patients. .
chospasm bas been reported in appmxr-

JITOrS & TRITATSY AANY,
qiients (see CONT M-IA‘UIVM TONS

diarrhes, abdominal di fort,
jon; @norexia, bloating, and
1 to 5 of 1000 patients.

has béen reported in 1

S
constipation, vomiting, i
flatulence have been reported
Miscellaneoiis~Each of the foll >
to 5 of 1000 patients: rash; pruritughpeadache; dry mouth,
eyes, or skin; impotence or decreased' 'do'facral swellmg'
welght ghin; slun-ed speech,

ing; tinhitus; blurred vision. Revemble al
reported infrequently. ‘ k
The following adverse m&ctlons have been -ze]
tients taking nadolol and/or other beta-adrenergic
agents, but no causal relntmnslnp to nadolol has
tablished.
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tions; an acute reversjble syndmme characterized by dmo
entation for time and place, short-term smemory loss,; emo-

BUN and/or Serum Electrolyte Abnormalities—Institute
supportive measures as required to maintain hydration,
electrolyte balance, respiration, and cardiovascular and re-

nal function.

DOSAGE AND ADMINISTRATION
DOSAGE MUST BE INDIVIDUALIZED §SEE INDICA-
TIONS). CORZIDE MAY BE ADM]NI
REGARD TO MEALS

daily. The usual initial dose of
whether used alone or in eombma g

is 40 mg once da.\ly
with a diuretic. Ben-

5 mg NATURETIN to CO]
crease in dose of hendroflu
The initial doee of COA
mde 'l‘ablets) may thery

represents a 30 percent in-
fthiazide,

(Nadolol and Bendrpﬂumethx—
e be 4 e40mg/5mgtabletouce

duce a proportionate increase in DURICEF urinary eoncen-
tration. The urine antibiotic concentration, follow&g a I-g
dose. was maintained well above the MIC of susceptible uri-
nary pathogens for 20 to 22 hours.
Microbiology
In vitro tests demonstrate that the cephalosporins am bac-
tericidal because of their inhibition of cell-wall synthesis.
Cefadroxil has been shown to be active against the following
Grganisms both in vitro and in clinical infections (see INDI-
CATIONS AND USAGEY): -
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Central Nernous System—
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ported. - ; o
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drugs(eg., Toahnl hathi + Y ot'her B -
tensive medications, etc.; seeP 'AUTIONS, Drug Inter-
actions). e .
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diabetic patients, oknia, allergic glomerulonephri-
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whenever adverse reactions are moderate or severe, thia-
side dogage should be rediced or therapy withdrawn.
OVERDOSAGE.

In the event of overdsage, dolol may cause ive
bradycardia, cardiac: failure, hyy or bronch

In addition to the expected dmresxs, overdosage ofbendro-

gress to coma with minimal depressxon of
grdiovascular function and without signif-

potted and sérum elegtmlyte chnnges may

BUN has been

oceur, esp y in patients w1th renal funct:on
‘Treatment

Nadolol removed from the general circulation by he

nadolol.
ures 'sh d be employed as appropriate.
Excessife Bradyardia——Admxmster atropine (0 25 to 1.0

150]) renol cautiously.
Cardipic Failure—Administer a digitalis glycoside and di-
uretit. It has been reported that glucagon may also be use-

ful if this situation.

tension—Administer vasopressors, €. g., epinephrine
or levartereno] (There is evidence that epinephrine may be
the drug of choice.)

Bronchospasm-Administer a beta;-stimulating agent
and/or a theophylline derivative.

Stupor or Coma—Supportive therapy as warranted.
Gastrointestinal Effects—Syptomatic treatment as needed
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likely ta be ibhibited by generally achievable blood levels. A
report of “Intermediate suseephblht}" suggests that the or-
ganism would be tible if high d is used or if the
infection is confined to hssue and filnids (eg urine) in which
high antibiotic levels are attained. A report of “Resistant”
indicates that achievable trations ‘of the antibioti

am unlikely to be inhibitory and other therany should be

Standardxzed pmcedures require tbe use ot‘ Laboratory con-
i disk

trol or The 30 pg cephalothi d give the
follawmg zone dismeters:

Ofganl:m ...Diameter {mm}
Staphylococcus aureus A’I!CC 25923 -~ . . 2937 .
Escherichia coli ATCC 25923 17-22
Dilution Technigues

When using the NCCLS apr diluhon or broth dilution (in-
cluding, microdilution) method? or equivalent, a bacterial
l&olst.e may be cqnmdered gusceptible if the MIC (ininimum

DURICEF® (cefadroxil monohydrate, USP) is a
thetic oeplmlosponn antibiotic intended for oral administra-
tion. It is a white to yellowish-white crystalline powder Itis
soluble in water and it is dtid-stable It is c!;emxeally lesig-
nated as 5-Thia-1-azabicyclol4.2.0]oct-2-ene-: xylic
acid, 7-[{amino(4-hydroxy-phenyDacetyll aminoj- 3-met.hyl—
8-0z0-, monphydrate, [6R-[6¢,7BR*)|I-. It has the formula

C16H1sN305S#H,0 and the molecular weight of 381.40. It
has the following structural formula:

. COOH
) H Ox S
HO —-clz———-couu-—-[::‘\N * MO
| [
H H

NH,

DURICEF film-coated tablets, 1 g, contain the following in-
activé ingredients: microcrystalline cellulose, hydroxypro-
pyl methylcellulose, magnesium stearate, polyethylene gly-
ml, polysorbate 80. simethiconé emulsion. and titanium di-
oxide.

DURICEF for Oral Suspension contains the following inac-
tive ingredients: FD&C Yellow No. 6, flavors (natural and
artificial), polysorbate 80, sodium benzoate, sucrose, anc
DURICEF capsules contain the following inactive ingredi-
ents: D&C Red No. 28, FD&C Blue No. 1, FD&C Red No. 40
gelatin. magnesium stearate, and titanium dioxide..

CLINICAL PHARMACOLOGY

DURICEF is rapidly absorbed after oral administration
Following single doses of §00 and 1000 mg, average peal
serum concentrations were approximately 16 and 28 ng/mL
respectively. Measurable levels were present 12 hours after
administration. over 30% of the drug-is excreted unchangec
in the urine within 24 hours. Peek urine concentrations an
approximately 1800 pg/mL during the period following ¢
single 500-mg oral dose. Increases in dosage generally pm

tration) value for cephalothin is 8 pg/mL
or leas. Orgnmsms are considered resistant if the MIC is 32
pg/mL or greater. Organisms with an MIC value of less than
32 pgfml, but, greater than 8 pg/ml am mf.ermedmt@,
As with stand: rd diffusion

thods, dilution procsdiires re-
quire the use of laboratory control organisms. Standard
cephalothin powder should give MIC values in the range of
0.12 pg/mL and 0.5 jigfml for Staphylocoocus aureus ATCC
29213. For Escherichia coli ATCC 25922, thie MIC range
should be between 4.0 pg/mL and 16.0° ]ngmL. For Strepto-
eoccus faecalis ATCC 28212, the MIC range should be be-
twéen 8.0 and 32.0 pg/mL.

INDICATIONS AND USAGE

DURICEF {cefadroxil monohydrate, USP) is indicated for
the treatment of patients with infection caused by suscepti-
ble strains of the designated organisrs in the following dis-
eases:

Urinary tract infections caused by E. coli, P. mirabilis, and
Klebsiella species.

Skin and skin structure infections caused by stapbleCl')em
and/or streptococci.

Pharyngitis and/or tonsillitis caused by Streptococcus pyog-
enes (Group A beta-hemolytic streptococci). *

Note: Only penicillin by the intramuscular mute of admin-
istration has been shown to be effective in the prophylaxis of
rheumatic fever. DURICEF is generally effective in the
eradication of streptococci from the orop] However,
data establishing the efficacy of DURICEF far the prophy-
laxis of subsequent rheumatic fever are not available.
Note: Culture and susceptibility tests should be initiated
prior to and during therapy. Renal function studies should
be performed when indicated.

CONTRAINDICATIONS

DURICEF {cefadroxil monohydrate, USP) is contraindi-
cated in patients with known allergy to the cephalosporin
group of antibiotics.

Continued on next page
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‘of less than 50 mL/min/1.738 M?),
MINISTRATION.) In patients with known or suspected re- .

‘nonsusceptible organisms.

Duricef—Cont.

WARNINGS
BEFORE THERAPY WITH DURICEF IS INSTITUTED,
CAREFUL INQUIRY SHOULD BE MADE TO DETER-
MINE WHETHER THE PATIENT HAS HAD PREVIOUS
HYPERSENSITIVITY REACTIONS TO CEFADROXIL,
CEPHALOSPORINS, PENICILLINS, OR OTHER DRUGS.
IF THIS PRODUCT IS TO BE GIVEN TO PENICILLIN-
SENSITIVE PATIENTS, CAUTION SHOULD BE EXER-
CISED BECAUSE CROSS-SENSITIVITY AMONG BETA-
LACTAM ANTIBIOTICS HAS. BEEN CLEARLY DOCU-
MENTED AND MAY OCCUR IN UP TO 16% OF
PATIENTS WITH A HISTORY OF PENICILLIN AL-
LRRGY.

IF AN ALLERGIC REACTION TO DURICEF OCCURS,
DISCONTINUE THE DRUG. SERIOUS ACUTE HYPER-
SENSITIVITY REACTIONS MAY REQUIRE TREAT-
MENT WITH EPINEPHRINE AND OTHER EMERGENCY
MEASURES, INCLUDING OXYGEN, INTRAVENOUS
FLUIDS, INTRAVENOUS ANTIHISTAMINES, CORTI-
COSTEROIDS, PRESSOR AMINES, AND AIRWAY MAN-
AGEMENT, As CLINICALLY INDICATED..
Pseudomembranous colitis has heen reportod with nearly
all 2 ntibacterial . agﬂminduding cefadroxil, and may
range feom.mild to life-th Therefore, it is imp
tant tO consider this diagnosis impntiom who present

.with.diarrhea sub to the admi ion of anﬁhac—
torial agents. . .
£ t with antibacterial agents nlbers the nomml flora

ofthe colon and may permit overgrowth of clostridia. Stud-
ies indicate that a toxin produced by Clostridium dtﬁiale is
a primary cause of “antibigtic-associated colitis.” . --_: ¢
After-the diagnosis of pseundomembrancus colitis has been
‘established.; +therapeutic measures slwuld be initiated. Mild
cases Of pseud branous colitis d to dis-

continuation Of the drug alone. In moderate to severe cases,
consideration ghould be given to management with fluids
and electrolytes, protein supplementation and treatment
with an antibacterial drug effective against Clostridium dif-
ficile.

PRECAUTIONS

‘Geheral ¢

DURICEF should be used with caution in the presence of
markedly impaired renal function {creatinine clearance rate
). (See DOSAGE AND AD-

fial impairment; careful clinical observation and appropri-

ate Isboratory studles should be made, prior to and during

therap

Prolonged use ofDURICEF may result in the overgrowth of

observation of the pa-

tient is essential. If superinfection occurs during therapy,

appropriate measures should be taken.

DURICEF® (cefadroxil monohydrate, USP) should be pre-

scrlbed Wlth cautxon in individuals with history of gastroin-
‘disease, particularly colitis.

DrugllahomoryTestlmaracnons

Positive direct Coombs’ tests have been reported during

treatment with the cephal in antibiotics. In hemat

nia, idiosyncratic hepatic failure, erythema multiforme,
Stevens-Johnson syndrome, serum sickness, and arthralgia
have been rarely reported.

In addition to the adverse reactions listed above which have
been observed in patients treated with cefadroxil, the fol-
lowing adverse reactlons and altered laboratory tests have

been reported for cephal 1 PRI
Toxic epldermal necrolysis, abdommel pain, supennfectlon,
renal dy tion, toxic nephrop ia he-

m&-tic anemia, hemorrhnge pmlonged prothrombin time,
positive Coombs’ fest, mcreased BUN, increased creatinine,
elevated alkali levated aapartate amino-
transferase (AST), elevated al transferase
(ALT), elevated bilirubin, elevated LDH, eosinophilia, pan-
cytopenia, neutropenia.

Several cephalosporins have been implicated in triggering
seizures, particularly in patients with renal impairment,
when the dosage was not reduced (see DOSAGE AND AD-
MINISTRATION and OVERDOSAGE). If seizures associ-
ated with drug therapy oceur, the drug should be discontin-
ued. Anticonvulsant therapy can be given if clinically indi-
cated.

OVERDOSAGE .
Astudy of children under’ suyeaxs ofage suggeseed tbat
ingestion of less than, 250 mg/kg of cephalosporins is not as-

sociated with significant outcomes. -No action is required
other than general support and observation. For amounts

‘greater than 250 mg/kg, induce gastric emptying.

In five anuric patients, it was demonstrated that an average
of 63% of a 1 g oral dose is extracted from the body during a
6-8 hour hemodialysis session.
DOSAGE AND ADMINISTRATION
IDURICEF js acid-stable and may be administered orally
without regard to meals Administration with food may be
helpful in dimini tial gastrointest
oceasionally associated thh oral ceplmlospénn ‘therapy.
Aduits . .
Urinary Tract lnfections: TFor'y ted I6wer urinary
tract mfecmons (ie., cystllns) the usual dosage is 1 or2 g per
day in single (q d.} or divided doses (b.i.d.).
For all other urinary tract infections the usual dosage is2g
per day in divided doses (b.i.d.).
Skin and Skin Structure Infections: For skin and- skin
structure infections the usual dosage is 1 g pér daym single
(q.d.) or divided doses (b.i.d.).
Pharyngitis and Tonsillitis:  Treatment of group A beta-
hemolytic streptococeal pharyngitis and tonsillitis —1 g per
day in single (q.d.) or divided doses (b.l.d.) !‘ot 10 days
Children . .
For urinary tract infectious, the r ded daily dosag
for children is 30 m&g/day in divided doses every 12 hours.
For pharyngitis, tonsillitis, and impetigo, the recommended
laily dosage for children is 30 mg/kg/day in a single dose or
n equally divided doses every 12 hours. For other ki and
kin structure infections, the recommended daily dosage is
30 mg/kglday in equally divided doses every 12 hours. In the

log:lcstud:esormtransﬁxmoncross tehi durées
when antiglobulin tests dre performed on tbe minor side or
in Coombs’ testing of newborns whose mothers have re-
ceived cephalosporin antibiotics before parturition, it should
he recognized that a positive Coombs’ test may be due to the
drug.
Carcinogenesis, M&genesis. and Imipairment of Fertility:
studles have been performed £o determine car-
genetic toxicity tests have been per-

formed. .
Prégnancy: ‘Pregnancy Category B: Reproduction’ studies
have been performed in mice and rats at doses up to 11
times the human dose and have revealed no evidence of 1m~
mired fertility or harm to the fetus due to cefadmxil mon-
ohydrate. There are, however, no adequate and well con-
trolled studies in pregnant women. Because animal repro-
duction studies are not always predictive of human
response, this drug should be used during pregnancy only if
clearly needed.

Labor and Delivery: DURICEF (cefadroxil monchydrate,
USP) has not been studied for use during labor and d&very
Treatment should only be given if clearly needed.

Nursing Mothers: Caution should be exercised when ce-
fadroxil monohydrate is administered to a nursing mother.
Pediatric Use (See DOSAGE AND ADMINISTRATION.)

ADVRRSE REACTIONS

Gastrointestinal

Onset of pseudomembranous colitis symptoms may occur
during or after antibiotic treatment (see WARNINGS). Dys-
pepsia, nausea and vomiting have been reported rarely. Di-
arrhea has also occurred.

Hypersensitivity

Allergies (in the form of rash, urticaria, angicedema, and
pruritis) have been observed. These reactions usually sub-
sided upon discontinuation of the drug. Anaphylaxis has
also been reported.

Other

Other reactions have included hepatic dysfunction includ-
ing cholestasis and elevations in serum transaminase, gen-
ital pruritus, genital moniliasis, vaginitis, moderate tran-
sient neutmpenia, fever. Agranulocytosis, thrombocytope-

reat] t of beta-h lytic strepts infecti a ther-
ipeutic dosage of DURICEF should be administered for at
east 10 days.

3ee-chart for total daily dosage for children.

DAILY DOSAGE OF DUR!CEF@ SUSPENSION,

Shitd's Weight
125 mg/ | 250 mg/ | 500 mg/

tbs kg 5mbL SmL SmL
L0 45 1tsp —_
30 9.1 2 tsp 1 tsp
30 13.6 3 tsp 1% tsp
0 18.2 4 tsp 2 tsp 1tsp
30 22.7 5 tsp 2% tsp 1% tsp
30 27.3 6 tsp 3 tsp 1% tsp
70 & above 31.8+ — — 2 tsp

In patients with renal impairment, the dosage of cefadroxil
monohydrate should be adjusted according to creatinine
slearance rates to prevent drug accumulation. The following
schedule is suggested. In adults, the initial dose is 1000 mg
of DURICEF (cefadroxil monohydrate, USP) and the main-
tenance dose (based on the creatinine clearance rate [mL/
min/1.73 M?) is 500 mg at the time intervals listed below.

Creatinine Clearances Dosage Interval

0-10 mi/min 36 hours
10-25 mL/min 24 hours
25-50 ml/min 12 hours

Patients with creatinine clearance rates over 50 mL/min
may be treated as if they were patients having normal renal
function.

Reconstitution Directions for Oral Suspension

Bottle Size Reconstitution Directions

100 mL Suspend in a total of 67 mL water. Method:
Tap bottle light to loosen powder. Add 67 mL
of water in two p&ions. Shake well after

each addition.
Suspend in a total of 51 mL water. Method:
Tap bottle light to loosen powder. Add 51 mL

+ of water in two portions. Shake well after
each addition.

75 mL

50 mL Suspend in a total of 34 mL water - Method:
Tap bottle lightly to loosen powder. Add 34
mL of water in two portions. shake well

. after each addition. »

After reconstitution, store in refrigerator. Shake ﬁell .
before using. Keepcontnmertlghﬂyclosed.staard
unused portion after 14 days. 1 e

HOW SUPPLIED

DURICEF® (cefadroxil monohydrate, USP) 500 mg Cap
sules: opaque, in&i+& and white hard gelatin capsules, im- %
ptinted with' and “784' on oite end and with ¥
“DURICEF” and *500 mg” on the othér end. Capsules are

supplied as follows:

INDC 0087-0784-07  Bottle of 20

NDC 0087078446 Bottle'of 50

INDC 0087-0784-42  Bottle of 1000

NDc 0087—078444 10 strips ‘of 10 individually labeled

blisters with 1 capsule per blister
Store at controlled room temperature (15°-30°C).
DURICEF® 1 gramTablets: white to off white, top bii
oval shaped, imprinted with “PPP” on:one side of.the bii
and:*785” on the other 5|de of the blsect. Tahlets’m'e sup-

plied as follows: = -~ - PR SN

NDC 0087-0785-43 Botﬂe of 50 [P I

NDC 0087-0785-42 Bottle of 100 . - i~ B

NDC 0087-0785-44 10 strips of 10 individually labeled
blisters with 1 tablet_per:blister

Store at controlled room + ure (15°—30°C); :

DURICEF@ for Oral S is orange-- le fla-

125 mE/5 mL,n [ 0
250 mg/b mL.. NDC 0087-078242. 50 mL Bottle
., NDC 0087-0782/41 100 mL Bottle: .

500 mg/5 mL. _ NDC 0087-0783-42,,. 50 mL, ‘Bottle . ;.
7 v ND00087-0783—05 ,75mLBﬁ'iﬂe o
‘NDC 0087-078341 'i00 ml Bottle -

Prior to reconstitution: Store at controlled room tempera-

ture (15°-30°C).
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Estrogen therapy during pregnancy is associate
with an increased risk of congenital defects in the re-
productive organs of the fetus, and possibly other




